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m m m 

[oooi] mmmM^mm^nm^mM-mm^M-r^ axx^/t^n 

[0002] tkttmmft^Mvx^ &m^mm&&5- j $>tt-mmffim. ttrntm 

*VCV ^ 0 W-mmUmi^ (traumatic brain injury) {C^tU P^3^£fflJ& ( 
Mesenchymal Stem Cell, ^XT^MSCithm^^B^^^Bf^^mniM^tz 

§(Mahmood Ab, Neurosurgery 2001;49:1196-203; discussion 203-4, Lu Dh. Cell 
Transplant 2002; 1 1:275-81, Lu Db, J Neurotrauma 2001;18:813-9) o mfe^^?* 
(D^^^— #M*BJ!a0^5tjfllttM (nonhematopoietic cell) * ; &W.-tZ>b%kifem 
^/JS^a-SC tt>^^tuXV^(Li Yfe, J Cereb Blood Flow Metab 2000;20:1311-9 

) 0 ^cSjPWS^x/H'MSC^^-rs.b, #m^£V^[£i£i&u-ott'^ 

^ftMfil&^T (Neurological Severity Score) #S3fc#U &MlsttMSCfr&&iM 
fla^-O^b^bfct>«0t>^fcbtLTV^ (Chen J<b, Stroke 2001;32:1005-1 l) c 

[0003] &fc^vx<Dmm&)'Wfit KHrm'Mf&&ifr8ii-z>b. ^m^fhtcwmmmmm^ 

y^—^yVW<DmMm^mtEir^t^m , ^nX^^(Devme MJb> J Orthop 
Res 2002;20: 1232-9) 0 Lfr^tlb<DnmmMm&*k*<D£?\ZVX&ftrtXM%: 
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[0004] in vitro-e{4^>e^^J!S^C*fi-5'^@>!^•(D^^•^^S7•{^:oV^-C > W£&X\C&< 
tf^ft/^tvO^o PDGF (platelet-derived growth factor, ifayJ^ft^jfogrH^?-) 

Tl^5(Yu Jib, Biochem Biophys Res Commun 2001 ;282:697-700) „ PDGF-BBf±, 
#^^^^J3S^^^AM<D^^^-^H^fe^(Hirschi KKfe, 
Circ Res 1999;84:298-305, Kohno Mb, J Am Soc Nephrol 1999;10:2495-502) 0 
FGF2 (fibroblast growth factor-2, MMWfflffaf&MM^) Itt— Y^V^&O^MM- 
M^M^tLX^bfhX^o*) (Kondo Hb, Biochem Biophys Res Commun 
2000;272:648-52) , P%&Mf&. ffi!%MmWfflf&tetlC£>VZ>m7£-Mffi. 
^ir^f/S^f^tl/Cl ^ (Shono Tb, Exp Cell Res 2001;264:275-83, 
Mayr-Wohlfart U6>, Bone 2002;30:472-7, Liu J*b, Oncogene 1 999; 1 8:6700-6) 0 
EGF(epidermal growth factor, IMIHf)^, VKod^jNBJ^lIl^t'SaSife'^ 
^S^tbT^^^tV-CV^^hen Pb, J Cell Biol 1994; 124:547-55) „ Mj&X\*1& 
mm^mM-mW^n^EGF^mmmh^ifi^tlX^^iKav/ahara Eh. Exp 
Cell Res 2002;272:84-9 1) 0 HB-EGF (heparin-binding epidermal growth factor, <~*s< 

yvj^-a-ji^^ia-T-) egf^t^— <d— mtsmk ±&mu<D^.^ t^m. m. 

j£'Mffi&i&M-1rZ)Zbi)mft£ft>X^2>7!)S (Takemura Tib, J Biol Chem 
1997;272:31036-42, Barnard JAb, J Biol Chem 1994;269:22817-22, Wilson SEb, 
Exp Eye Res 1996;62:325-7) , ±Jtkm^&ftfcM~t~Z>$imte£tlX\<^\ TGF- 
a Ji, EGFi30-40%g^(D+-BlRH4^L, EGFU-fr7?—%fr\^XmMW&fcm J * 
-TS-^f&^tvtV ^ (Schultz Gb, J Cell Biochem 1991;45:346-52) 0 TGF-a 

ri, ^^7^yv^<DmMkMM-Mm%4&&1-%^t*m&£frX\s^tf(Cha D 

b, J Invest Dermatol 1996;106:590-7), 4&<DMti&fcMLXte1$ifi£tlX\^\ 

[0005] hot*:/}:*, ~7^)S— tf^zr^V ^izfc<{k£itZ>^bXikm%Uffl£i*:Z>&M 

t UC£flb*bTV ftifiTi*, 3T3 'ffllfa (Swiss 3T3 cell) tf>EGFH?7^— 

W7^$—1fr$L (clustering) £3 I #Srtriia-pt, 3T3 *fflfl&<^5fit)g 

^•^^0Siti-'5-t^^^ttTV^ (Crouch MFb, J CeU Biol 
2001; 152:263-73) o *fc, Kbmi&Mf&<nMfe-Mm%iB:&-tZ>^tt>n&£frX\'^ 
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(Kaufmann Rb, Cancer Lett 2002 ; 180: 183-90) „ '^Mi^bV^^M^^V 
(atrial natriuretic peptide, ANP)te, 'bMX&f&ZtLttSffifrbteZ^y^VX, MM 

PDGFK£%!k^¥mffimffo<DMfe'M%M%#imi,tc<9 (Ikeda Mb. Arterioscler 
Thromb Vase Biol 1997;17:731-6) , \mGFK&%!k^[H)kffiJfa(DMfe'%iffi$:ttlffl 
-^(Pedram Ab, Endocrinology 2001;142:1578-86) fo&.®lJfeCD%tM'M%A$: 

nm-rz>k\^m^t>^bz ) o i^^deptm)^ ^cmshmm^b^m^xmrn 
vitroK:fc^Tfch<7)ft&»<7)i^ ^jfrfomzmm-tz-kfim^ 

tlT&y, ^b< Jh'gjtm (angiogenesis) Zm^Z^ tl^XoX fti&#tt#5Ht; 
$rM^i"•5"efo'55t^ i S : $t^TV^S(KuIne Kb. J Histochem Cylochem 
2002;50:159-69) 0 ttc^^HtK S§#^>#^^llS(-OV ^=7— y^M^ 
M'^t:^'^JeJi^-&5^t^^^$tl,-CV^§(Gordel a dze JOb, J Cell Biochem 
2002;85:825-36) o Ld»U r^<^S^<^MSCl'*J-r^^^tgl-oV>Tii^:<^lf? 

[0007] &%&m<D B iftfi, WMWt'MSC^«|fl«ft{c^Sf$-e:5*/tttMSCOi!fc«:Sr§» 

[0008] *3SK#e>tt % ±|B^ja^^5fc^l^Sc^F^bfc^, MSCCO^*-^ 
^jt£*5^bttH^ (chemotactic factor) , £b^<^#^<£:l-MSC<£>i#5ie£: 
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[0009] -t-ft*^ *»wjc«t*ttf , a«^^<ora*^#j»ija©je*'^fei«sr«iiii-5 
[0010] ±mmffltttt$®mttt, mm^mmm^m^mm^-^ts^t^»^< . 
[ooi i] ±mmMttn&w*n. n^.mm\^m^^t*m^<, mnmrnrnm, 

[0012] ±|B^J*fc«#tt^{^*^^^^#^JlS^^iiia7-^ % EGF(_h& 
MS^), HB-EGF (^^ylo-D ii^J^fiEf-) , TGF- a, hn^KV, PDG 

F(jfn./hmte^3css 7) , FGFmmwmm^Mm 7) » tr^v^m. igfm^x 

[0013] ±mmM*mm%knmffotmm^ m^m^t'mm^^xhxw 
[0014] ±te#*t*t^^^^*BJiaii^^^, ^^^^fc^ij^fc^uxtiv^o 

[ooi6] ±m^m^mmmwmmmMm^:mmm^-^ir^ bz-stf^btm*^ \ 
[0017] ±mj?mzio^x, mmmmtt, mmammm, ##r> #«'i^b< 

[ooi8] ±mxmxn^£tL5fflM^mf&M7Emi&mm^-&, egf, hb-egf. tg 

F-a, hai/fV, PDGF> FGF, fcT/VP^, IGF, $3 XXfiHGF frbm\ttvZ>^b 

[0019] _hta;>7 ^-c, mm&&Mf&MMmfemm^mm*m^mm& j i-ztiz> 
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o 

[0020] ±mjrmzio\,>x, mm^B^m^mi&mm^^tmm^ mmm^ 
[0021] m<nw&nzm^x*mwn. m&n^^mm^nunMfe-mM&faMir 

[0022] tcitvfi, mm^m<Dn^mmi^wmm. irnxmrnm 

[0023] mil^Mtl, A^PDGF-BB, B^bFGF, C^HB-EGF, D/^TGF- a , E 
^PDGF AB, F^IGF-I, G^EGF, a -hn>-fc*>\ I^HGFO, ^l^ft 

[|2|2]-?rtb ; e f tt, TGF— 0 1 V TGF— j3 3, IL-2, PDGF-AA, SCGF- a , SCF 
, SDF-1 a , Uzf^S, BDNF, NGF- /3 „ NT-3, ANP©, ^MSC^^j" 

[|2|3]PDGF-BB(Dth^#*^MSC < bth^#S^MSC^*)-i-^))g*-^^lM 
^m^i-^^^-efc^o ^[^^(DW^y ftPDGF - BB^^H-^^ 1 0ng/mLtf> 
B#<£>CI£^U %k$&(DWy : 7'7 11PDGF - BBjft &.0<D$$(DCl$:m1r o 
[Hl^tV^tt, PDGF-BB, HB-EGF,TGF-a,PDGF AB.IGF-I, EGF 

[ms^h^^b^^l-^^te-lir/cPDGF-BB^, 75/h£^MSCt£*j"r;5^ 

^ • mmm^^-rnMMm^Mx-h^ 

m6M5^(DGFP(D^<^<D^^GAPDH(D^<>^(DM^XWlE\^tz^U^yy 
4tl.tzh<DXfoZ>a 

[0024] #3BE (-*5V ^r, r^^^^j^j # N j§gjt^ jfa.^. #^£~-<z>## 
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fctfe (multipotent) ^^mM^BS^<D^bXh^ 0 

[0027] ^pjtcjov^x, mmmmtii. mmnmmm. -nm. mw-wh^tm-w^m 

[0028] 43&Wfcl*3VvT\ TfrWIBM<Dft± (regeneration) J A4MEjft<Z>¥¥fl|j&< 

reconstruction) *5 £Tf¥+ W£i (reproduction) &M#i~t'Z>o ^^t£M®i5!Et-*5V V-Ctt 

, mz-Us mm^m^m^'Wbmm^m^x^m^m^mm-r^bmx^ 
So vera, mtf, &&wmm<o#kmm£m&^totofciig&ut 

fukmm&mm'tzzbxfoZo 
[0029] vr, rs^m^o^^j ^mm(Dn^mtr^b<D 
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[0030] *3&Wfc::l3V vr, r&mttlktt* MSCMMmi&mm Tb, ^©0 T&mfeoWSL 
<D£#g|tf£) f'Hff^^^ftWffl$-fr5fcfe«DJ£S (scaffold) Sr&tf 

[0031] ^m^mm-r^Mscm^mi&mmw. fete+m&x. j $ > fc'?ft!$.ftb'x*A 

X.mzW^Vfth<D^^mm. (native) XhX^ \ 

[0032] *3SW<Disi^roR-^SKttW^l»^tff » tMiRrtS-^ J«^rt 

[0033] ^iKo^jfiaw^t-i^^EJf^-rs-^Rrtg-efcSo > mmmffift 
[0034] *3Rificoii^fa^^jiU"Cja0fis:-^u-ct>«tv\ en*.**, i&mm, ^^xa, 

[0035] Mx.\*. #iff Jc*sv ^Ti*, fi-iFf^^Ht^rUTV ^t&^f*ft*tf>afE«&tc J:DJ£ft 

PLGA(poly lactic glycolic acid), PGA(#y^y=i— MR) , PLA (xKyfLSft) , ^ 
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4)ru**/T'*?'fK £ TCP ( /3 Vf>f3A^/^J^7^^Y/ /3 HW»*/Ui^ A) ^ 

mmmffinfam. mt. m*. ^Mm<o^-m. mm^xymtezAK mm 

L<, 1000pg~100iug;^£ibt-/(mX, 10ng~l m g^f-4? — m^. ft 
xil*, S(ci~4lH)(^Jx.[i2B^l[el)T% l~5fflTO£(0!l*.ff 3iHliate)i9!-5 

* 

[0038] *&W<D&mWfe. &m.W<O\cm^td0, lpg~lmg($ibK£?*L<m000pg 
~100/*g, 4$Kl$?3aXra:10ng~l ju g)OMSCj&^{JE3tE^^t^<WW* 

[0039] *mw<Dfsmm j &&mm-£. *:<r>n$$m&m-f*& ^w). m<z>mffltm.&t>-&x 

[0040] ^^(D^MMiC^VNTMSCiS^^^H^^m^^-frS^tL-r^, MSC 

Mfemfemmtt&^mmicm&xzzttwxib^x. ±^mm^<, msc 
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ha) , ny ^w&j/iw a (tpo ) -c«>nri, w-j-s&K #fcv \/fc*wj *lv > 0 

[0041] WT©||Jte^^J;i)*5IWS:$e>t^jW^Ri!l3i-5*^ ^fH*CtvbWBJbPl^ 

[0042] jjffll 

MSCCD#8tF±, Tsutsumi^CO^jfe (Tsutsumi S, B.B.R.C. 2001;288:413-419) iZ 
^oTtTofc 0 -t"^*>. 4iSB^Itl£H;£6#,?1f=¥(SPF, ^017^4^) 333 

ttiU #$S&£r?£tU ^<D^^# ; &i-5#M^-*fcfc«?^20mL(D^V^=i^jfe-Y 
— ^/HSift (^^*t) (**^S-K100 unit/mL£W— v'JJVG, ftftS-ft&lOO a* g/mL 

©SWt^h^h^^, ^^•^^0.0085%OT^^y^^B(^^ ; y:)*5<J;'0 ? 10% 
4»J&ilJliL|»Sr&tp ) T% 2iy-^t+(7 i /^±)^fflL-r#M^8im, #«JWUS 

ife£^tf*£#mi(l75cm\ 77^^) K> >i-J£^W^Il#&tJSJRiro»fl?ft"Sr 
5% CO 95% Air) % ^n^—^Mf^.Vtzt^X' (7 HI), *rfcfcJgMlC»ll&*& 

2 

5000JNBJ§a/cm 2 -eiffift^LfCo 
[0043] (jjWHaiS^f*^) 

iBa-C^^tl/fc^-y-^i^MSCf^-r-S, PDGF — BB(Genzyme Techne*±$lX 

" bFGF m&mmwmt&j&&m*) mmmm±M) > hb-egf<^^i«d. t 

GF— a (D1ACLONE Research*±§S\ PDGF— AB(Genzyme TechneftjKX IGF— 
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I (Insulin-like growth factor-l) (BD Biosciences^®*) , EGF (Pepro Tech ECftM) , 
a — hni/tV (Enzyme Research Laboratories^*^) , HGF (Pepro Tech ECftM) > 
TGF -01 (Pepro Tech ECftM) > TGF— 0 3 (Pepro Tech ECtfcJK) ^ IL- 2 ( 
Pepro Tech ECftM) . SCGF- a (Stem cell growth factor- a ) (Pepro Tech EC|±§g 
) , SCF(Stem cell Tactor) (Pepro Tech EC*±$!D , SDF— 1 a (Stromal celHdefived 
factor-l a) (Pepro Tech EC#M) » l^f^DIACLONE ResearchMD, BDNF 
(Brain-derived neurotrophic factor) (%uyt®&M'X.M#M) . NGF- 0 (Nerve growth 
factor- )3) (i/f-rftM), NT-3(Neurotrophin-3)(i/^^±®t), ANP (Biogenesis^ 
M). t-TJVxi^m.{m>ft=?'. m^b^XH^jgi), PDGF-AA(Pepro Tech ECtt^ 

[0044] !>t^S3|5MSC5:, lfo?jlf£^£&V^/W^=^}fe-f— ^/H£i& (*#t-l&^ 

lOOunil/mLO^r^y^G, Skti&MMlOOp. g/mh<D^fk^Y^Y^^. Mkti&M 
^0.0085%(DT>'^-ry^>'B^t?) K, 1 X lO^/mL-Cl^U MSC^^/H^ 

^^^^^y^^—^mm\cMm^ nmmn^mtvtc 0 m®^o.oi% 

m s Neuro Probe Inc.)T^ ^"K^^^yf'^-'y^— (Boyden's chamber s Neuro Probe 

— COTili-AtL, 50 ^ L<OMSC1^^/^ ; lr^^/uc»^/v^--^)±^^Atifc(5 
MSC1f-^:7VM&50 m LcD^-SrAtWi^A^ a^hP— A'fcL-Cte/flLfc. 

[0045] 5% CO T, 37*0^ #<Y?V^rl"<— ^rei^^-fV^^— v'a^US:^ 

2 

Diff-Quik) (SI»tt|jltt3K)-C^feUfc. ^V^-W_h^*ffiO*ffl^^=3f^l7^ 
-e^feS#jt-.&>£$^ TSB<0^7^y^-Clfe*o^:^jaO605nm-CO^ 
7frK£r> ^/^~NJ2300(Immuno Mini NJ2300, pC^tfc)JJ:J;t>8l3£L.fco 'ftbtltc 
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[0046] (tftX) 

l^^^m^^-etTofCo Ell<D^77^*5V>T, *f*p<0.05£^U * *}±p< 
0.01^*-r e 01, 20#^?7(C^V^^ M ri7^tt±tR9fi^(meaii±SD)Sr 

[0047] fc^^fcffl&J&^WlSfc, PDGF-BB, bFGF, HB-EGF, TGF— a , PDG 
F-AB, ICF-I, ECF, a -ho^fc-V, HCFft, V^tbt>^^ft^MSC(DjSj% 
' i Mk*^MKti£M\stz.fr, TGF- |3 1, TGF- £ 3, IL-2, SCGF- a, SCF, 
SDF— 1 a , UZf^l/, BDNF, NGF— 0 % NT-3, ANP, PDGF- AAfclte^lc 

g/mL~5 mg/mL<D&m^^&teMSC(DM7£'^fM$:ftMlZillM\^tCo 
[0048] ^lfe^l2 

fchJI§# * ^OMSCtr&S 1 F 1 06 1 *fflJJ£*S £ IF1 F2 1 (Cambrex#:£«)0A 
)^J:T^th^#S^<DMSC^fe^Kt-10|faj3a^J;aKt-ll^^fflV^-C, Hife 

witpj^o^as-ejwjiaiSjfewiRs^Tofc. 

[0049] lF1061^fBia*3j;t/lF2155^aia«, CD29, 44, 105, 166 tftfi/ : 7-^X\ CD14 
[0050] Kt-10jNMa:fcJ:tmt-lliimffiWU JK»^C#*^«PWJR^IIKl-fcV>T«i^t«* 

na J^^^£-frfct><£>-efc6 0 Kt- io*Bfl&*5J;tJ«Kt- 1 uKMfrb'R'* 

[0051] (*M&)&;£fttt) 

±|B^)fcHJ^#**MSC*3j;I^th^'tft^MSC^^l-f5, PDGF-BB, HB- 
EGF, TGF- a „ PDGF AB, IGF-I, EGF<D%tM-MffifflW&}&&, 2&&Wlk 
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[0052] El3^1F1061^ffliiS, lF2155iSiHiia > Kt-10*|8Jia*5j;TJ ? Kt-llM^-reP 
DGF— BB (M[1fcM%£ lOng/ml) <D'lfc&*7FlT 0 |£|4 ('Kt - 1 1 ^PJ9^ l^tt-fZHB - E 
GF, EGF, TGF- a > IGF-I, PDGF AB, PDGF-BB<Z>#^,gK::J3tf£. 

<0.05&^U * * tep<O.Ol£r^U U^^U±W^UM(mean±SD)^-f- 0 
[0053] ^57HI!IM*J:'5li:, HB-EGF, EGF, TGF- a „ IGF-I, PDGF— A 
B, PDGF-BBfi, \s^1*tlhth&&MSC<DMM'MfA&ftMiZffi:MVX\<^tc 0 

mMMl-Cl&bfrtcV-y-lr&lkMSCiZM-t-Z, PDGF-BB(Genzyme Techne*±$!£ 

x bFGF mm&mfflmmfam&m*) mmmm^tm) ^ hb-egf(^^^^> 

, TGF- a (DIACLONE Research-fetM), PDGF-AB(Genzyme Technefl^k IGF 
-I (Insulin-like growth factor-l) (BD Biosciences*±§SD , EGF (Pepro Tech ECftMk 
) , a — ho^fcfV (Enzyme Research Laboratories*;!^) , HGF (Pepro Tech EC#M 
) , PDG F — AA(Pepro Tech EC#M). TGF- £ 1 (Pepro Tech EC#M) > TGF — 
0 3 (Pepro Tech ECtLK) , IL - 2 (Pepro Tech ECftM) , SCGF- a (Stem cell 
growth factor- a ) (Pepro Tech EC%±M) , SCF (Stem cell factor) (Pepro Tech EC 
$±M) ^ SDF— 1 a (Stromal cell-defived factor- 1 a ) (Pepro Tech EC^iJSD , Uy^^f- 
>-(DIACLONE ResearchttM), BDNF(Brain-derived neurotrophic factor) (?U5fc&<6 
M^MttM) , NGF- & (Nerve growth factor- 0 ) (i/f^ftM), ANP (Biogenesis^ 

[0054] ?-^3r*fi3fcMSC£, 3000MWV^tt£Z>£?lZ5% FCS^T^VW^a^afc-*— 
^H#JefCTBW»lL96!>a/VTC plate KJML-fc 0 24B#P^ J&LWwa^&l**-? 

J&tCT^^Lfc^Jfc^&Uto 18^^ 3 H-thymidine ^rS^^5 a* Ci/ml (0.5 
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[0055] [^1] 

ai 

H"? % control of DPM 



PDGF-BB 


1312 ± 172 


bFGF 


809± 


130 


HB-EGF 


591 ± 


93 


TGF-a 


625± 


164 


PDGF-AB 


762± 


168 


IQF-I 


301± 


132 


EGF 




JO 


a-thrombin 


164± 


7 


HGF 


21 4± 


1 


PDGF-AA 


101± 


21 


TGF-p1 


11± 


6 


TGF-p3 


13± 


5 


IL-2 


60± 


26 


SCGF-<3 


109± 


25 


SCF 


49± 


8 


SDF1-a 


64± 


24 


Leptin 


62± 


9 


BDNF 


90± 


20 


NGF-p 


89± 


19 


ANP 


72± 


38 



[0056] (ffigd 

^^ft3(5MSCCOjg^fJEil$-&fcia^(PDGF-BB, bFGF, HB-EGF, T 
GF- a , PDGF-AB, IGF-I, EGF, a -hnVlfV, HGF) f^-r-^T^^rS 
&MSCC9J#5ii&{eit£-frfCo — £\ j@^(^#b^^ofcS T (PDGF-AA, TG 
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F— 0 1 % TGF— j3 3, IL-2, SCGF- a , SCF, SDF— 1 a , l^ff-ls* BDNF, 
NGF— 0 „ ANP) ^-y-^MSCOif m^M^i&M^^otZo 

GFP(^£J£#;?>v-^K) ^^^^^yh^fflbT, MSC(GFP-MSC) 

(Din vivo^^f^SrtTofco 
[0057] (*fflJ&i#*) 

GFPl^^v 5 ^— y?7*/bfrb<DGFP-MSC<DftM$:?r'otz 0 -ttefrh. Mf&ft^ 

->^-vtt) (*<&J&,3n00 unit/mLtf^^y^G, ^^lOO^g/mLCDfifc^r-W 
T'h-r^ ^^^^0.0085%<Z)T>'^^yi>'^B(^^=iia:)*5J:T/10%' 5 Fjl^i«Jkm^ 

#JHL(l75cni\ -7r;v^\y\±) (c. rr&ft<D*milrRXfmit<D'WMm*±xmmu 

mm^mmvtc.mmMsc)^(D^mcmmx^mmvmit (37^ 5% co 95% Air 

) %3 q^|rMLfc^5-C(7 0 Sh fffc^#JEtC^8M*5000HBJ3a/cm 2 -e 

[0058] («^^) 

S^Yyls^J^yt^sn^yY (n=2) yM^oT^^/frS'Mlgll^rt 
40 mg/kg) , &y££.<bn€&&m%'&. 29Gtr£H£fflUt, PDGF-BB 1 u g/ml& 
-^tf2%T-7 i D^9— ^300 m l£&T&£fUt 0 ^(DjU^tCGFP-MSC (2xl0 6 
cells/ml, 150^1)£M#f^aAUt o a^hu— /W£{4PDCF-BB3r^*#V>2% 
7-^n=«9— ^V<7)^-$r300 m L£T&ttbfc 0 

[0059] (3|j£ffHifi;frte) 

BlU M^ , P(^*ffl^<^total RNA^^bfCo -f-^^-bTRI ReagentC^^^^XV^ 
-7^±)<tRNeasy(^^^)mini kit(QIAGEN^t)^«to-Ctotal RNA^Mbfc 0 2 ju g<D 
total RNA^bOmniscript RT(QIAGEN^±)^fflV^cDNA?r®Jf^b, GAPDH(/^* 
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fcV^jUST) m fi KDcDNA^Sr, GFPte4 n KDcDNA^^^l/— r- 
£LT , ZrtL : ?}l(D!fcg i &)y°7^— : ki£.oXPCR (GAPDHte 18 If-Y^/K GFP{*40 

£*Tofc 0 #knfcPCR0W24% NuSieve(3£^jgj«l)GTG(^i§]^) 
agarose V 1 MBMAttOfrXm^lkW}^ ^v^A^n-^KSfc-fe£rtfV\ UVTW 
UUfcWfco GFPOPCR^^«129bp, GAPDH<DPCRmVomi3bp{ZMJfclTZ>/<^}?b 

[0060] (^) 

|2|5(Dm^lb^(*, ^^-y^^a^PDGF-BB-^^7— ^V^j^AL-^C 
^<bii#^^^^^^Lfctotal RNAO^T^^Wr—fc^^it^ ( 
GAPDH) tGFPal^^-^RT-PCR^Toycife^-efc'So GFPiZMfo-t~Z>' < ^<Dft&. 
i-i, M#M^ i 'b^ALfcGFP-MSC^^><b«t^*-e^*bfcr<!r^^i-o GFPO 

RNAS^OVNT=>9— i^*ti3A£&ALfdlUJ (PDGF-BB -)<b, PDGF-BB^fn 
7— <^V^a AUfd»J (PDGF-BB +) hX-ftMrfZib, 'fia^l-CftPDGF-BB-^^ 
M<DWZGPP<D/^h*tfmtt>t>frl. ^#2^t>PDGF-BB^^»Ji££<?!&Vv^K 
&mtbbtltc 0 Ztlb<D/<>'}?&^^VX^tl^th<DGAPDH<D/<l/V<7>M&%M 

uGF-BB^m^t^m<^^<hn€M^hx^^<(DGFPm^^m^ri^ 
ttf^ztitiime) o ztD^tn, GFP-Msct>m&mfat>±-0irizmmirZ)mnx, p 

[oo6i] tt&m<omffl. ^mu^wmm^m^ n£.mmzn$L~oz_tt>m¥fX$z> 0 
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[6] ^^^J5S^Hgffiii@WEGF(±^SH^-), HB-EGF(— /^&f 



CJ 



-LSkKSH TO > TGF- a , hn^fc*^ PDGF(jfn./J^*^feJcgia TO , FGF( 



;fBT),kT;WDy^ iGF^v^y^^ftST-), *s£tFHGF( 



[7] Kl^^J^liWc, igj^&<]lc*fc(*S'Jffi^S^ii^>it*^i~6cD^pr^^i 



[12] mM^&fWffeMMifei&i&m^&VCF, HB-ECF, TGF- a , ha^V, PDG 
F, FGF, tTjVv^m^ IGF, *5j;T^HGF^^51tf^tf jfc^lO^fchfcl lfBftO 

[13] P^^^^J§a^^^JEil@T-^S^mi^^^B'fS^-^tL5tt^JSl0~12O'fp/ 



WO 2005/094888 



17 



PCT/JP2005/006320 



nm^m^m^ ^/wc^^mm (^-^-r^>it^io~ i sofsjti^i^ 
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[20 05^7^ 2 7 0 (2 7. 0 7. 20 0 5) : W£ttfl>Ht*0 

$£H l-ll nffilE&}h± ; fflM^OgfjftroSgH 1 6 WflfcDW fcitfc ; 

flfe<^fe*©«SfflW:^H/jr U (21)] 

[2] (MED ffiil^iM^^iC, a^lc^fefiSiJ^^^-rsfcfcto, 

* 

M o 

[7] <MiEm mmmnmifeMMffifemm^&EGF (±%.f&Mm*) , hb-egf(^ 

s<V^&±&.f&Mm?) , TGF- a % ha^t^ PDGF(jfa./h«ft5!?^ia^) , 
FGF (Wm#'ffl1&J&g:^) . tT/Un^ x IGF^^U^/fcRB^K *5j;TJ*H 
GF(fF^Haii5iSia^) ^bilfcJtbS, lt^3~6(^|Brtb*>13filB«O^J*rt{4 

mm** 

(tit) @ mm^nmm<D^tmm^ mmm^-^mm^^ti 

[11] (^E^)tftMi?&^ ^t±&8fifi^ #«#*>L<te«#^SL flBiM, 
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[12] mm^m^MMmi&mm^EGF, hb-egf, tgf- a , hp^v, pdg 

F, FGF, fc7/l/nyi, IGF, *5<tt^HGF^^il^tl5lf ^lOXtilllB^©*" 

* 

[15] F^II^#IIBJI&^tM{JSilH^^^a^(w^^tv5ft^^l3lB^cD^-fe 0 
[16] CW»J 
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